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ANDA 40-188

Amide Ph tical, Inc.
mide armaceutica nc /MA@(#”? /5@’7

Attention: Jasmine Shah
101 East Main Street
Little Falls, NJ 07424

Dear Madam:

This is in reference to your abbreviated new drug application
dated May 17, 1996 submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act for Carisoprodol Tablets

UsSP, 350 mg.

Reference is also made to your amendments dated October 31, 1996
and February 14, 1997..

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Carisoprodol Tablets USP, 350 mg to be
bioequivalent and, therefore, therapeutically equivalent to the
listed drug (Soma® Tablets, 350 mg of Wallace Laboratories).
Your dissolution testing should be incorporated into the
stability and quality control programs using the same method

proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing

status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotiocnal campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours, %
i

Douglas L. Sporn
Director

Office of Generic Drugs

Center for Drug Evaluation and Research

cc: ANDA #40-188
ANDA #40-188/Division file
Field Copy
HFD-600/Reading file
HFD-8/P.Savino
HFD-610/J.Phillips
HFD-82

Endorsements:

HFD-625/SBrown/12-11-96
HFD-613/CHolquist/12-12-96
HFD-613/C.Hoppes for J.Grace/12-13-96
HFD-625/MSmela/12-12-96
HFD-617/S0'Keefe, PM/12-23-96
X:\new\firmsam\amide\ltrs&rev\40188.apl
FT by MM December 24, 1996

Approval Letter
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CARISOPRODOL TABLETS, USP 350 mg

DESCRIPTION:
CausoorodolsaWe.MM.MAMMWWaMBVMA.C&ﬂWBNWZ
methyl-2-propy-1,3- andits weight is 260.34. Its structural formula is as follows:

CH, ©O o}
H,CJ\N’LO O/U\NH,
H HC _
CH,

Eachmuetlorwaladminimﬁmmmaso"gwwm4 mm,mmnmmmmm:
hydroxypropyl methyl cellutose. lactose Y mmm,mmmm,mmmm

CLINICAL PHARMACOLOGY:
Cansop duces muscie Jon in animals by blocking intemauronal activi in the descending reticular formation and
spmai cord. Tmmamsmwmgwwmmﬁ. "

INDICATIONS AND USAGE:
Camoprodoismledasmnmmeme,WMrmmmmmwdmmnmmm
acute, pairul musculoskelete! conditions. mmammmmmmmmmmmwmwm
sedatrve properbes. WMMMMWMMMM.

CONTRAINDICATIONS:

Aaneh\smmmpupnyviaaswdlasalugcov", b hons to car of related such as
A - or tyb

WARNINGS:

Idiosy ic Reactions: On very rare mwmammmmwmmm

appeanng within minutes or hours. Symptoms feported nclude: axtreme week trangient ‘,v ga. dizze ataa,

iy

temporary loss of vision, diplopia, mydri y agitaton, h and d Symp usually
subside over the course of the next several hours, &mnmwmmmm
necessary.

Usage in Pregnancy and Lactation: Safeusageofhishgnptmormrasmbomm Therelore. use
of this drug in pregnancy, in nursing mothers, or in women of chidbeanng potential requires that the patential beneiies of the drug
beweighedagajns?mepownﬁalhazardstommdﬂd. meoprmispmeminmmdmmm
concentrations two to four times that of matemal plasma. This factor should be taken into account when use of the drug is
contemplated in breast-teeding patients.

Usage in children: & of bmvted clinical Cari ismnreeommnuedfmmeinﬁﬁm;ﬁ&mmd
39&. . v

mmfynmmrun:mmmwmmmmymimeWWuwwmmmumm
the peri of y hazardo Mmamganwvehidomoperanngmchinefy.

Additive Eftects: Since the effects of D and alcohol or cant mmms«pﬁss;movpsymuopicdmgs
nwybeamvo‘W’tmMummpﬁmmhﬁemnnnmdm“eagemssimunanwusly.

Drug Dy in dogs. no ¥ altor abrupt ion of carisop from dosages as high as 1
gmkg/day. lnasunymmn.mmleWWMMMmmwnmnM)m




fotiowed in some subjects by mild withdrawal sy such as and nausea.
Delirium and convuisions did not occur. In dlinical use. memmm:m 8nd hers have been
no reports of significant abstinence signs. Nevertheless, the dnug shoukd ba USBG Wih CAUBON N AABCHON-HIONE NONMKUAIS.

Pnellmom Camopfoddsmmbolzedmmivammwmmwhmmmmmmm caution should
10 patients with comp Iver or kaoney uncor:

ADVERSE REACTIONS:
Centrsl Nervous System - mmmmmmmwm Also observed: dizziness. vemgo

8taxia. remor. agrtation. Y 0 syncope, and {See also
under “Warmings’).
Ablergic or ldé iz - ABSrgIC of i y develop. They are usually seen within the period of the

hrsnotoumdosemmhaw\ghndnoprmmammdmg Skin rash, erythema muftiforme, pruntus, eosinophilia.
mmmmmmmmmmmmwmmmpml Severs reactions have been
fever,

by g 0 edama, g eyes, hyp and
anaphytactoid shock. (See also ic Reactions under
in case of allergic or jons to h i ms drug and initiate appropriate symptomatic therapy,

which may include epmphnne antihstamines, and i in severe cases corticosteroids. In evaluating possible allergic reachons. also
consider allergy to axcipients (information on excipients is available 1o physicians on request).

Cardi - Tachycardia, postural hypotension, and facial tiushing.
Gastrointestinal - Nausea, vomiting, hiccup, and epigastric distress.
Hematologic - Laukopsmammd\oﬂmdngsovwalmmmyhavam ible, and pancy ¥ 1o
phenyibutazone, have been reported. No senous blood dy have been o cansop
OVERDOSAGE
has p d stupor, coma, shock, respiratory depression, and, very rarely, death. The effects of an

mdeWMuwmsmuwmmmumw"mmmdme
wugshasbsenvakenmmwmwmmm Anydmgrammngmmmmcnshouldbemmdandsymmmnc
therapy given. Shouid or biood p central nervous system
memmmwmmasmwm Cansopmdollsmefabolmdmmelwerand
excreted by the kidney. Atthough is fimited, the foliowing types of treatment have been used
wmmmmm mnss osmotic (mannitol) diuresis, peritoneal dialysis, and

rtonng of urinary output is necessary and caution should be taken to avoid overhydration.
Mmmmmnmmmwmd delayed absorption. Cansoprodol can be measured in

gicat fiuads by gas graphy (Douglas. J.F. et al: J Pharm Sci 58: 145, 1969)

DOSAGE AND ADMINISTRATION:
The usual adult dosage of carisoprodol tablets is one 350 mg tablet, three times daily and at bedtime. Usage in patients under 12
is not recommended.

HOW SUPPLIED:
Carisoprodol Tablets, USP 350 mg: White, round. unscored tablets, debossad with A 136 on one side, sre available i botties of 100
{NDC 52152-136-02) and 1000 (NDC 52152-136-05).

Store at controlied room temperature 15° - 30°C (59° - 86°F).
Dispense in a tight, light-resistant container as defined in the USP.

MANUFACTURED BY:
AMIOE PHARMACEUTICAL, INC.
785000 UTTLE FALLS, NJ 07424 10/96
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CAHISOPRODOI_ Cansoprodol .......... . .. 350 mg 5
USUAL DOSAGE: Adults: One 52152-136-02
TABLETS usp tablet three times daily and at bedtime.
’ See accompanying literature for full prescribing intormation.
350 mg Dispense in a tight, light-resistant container as defined in the USF
Store at cogtro_lled room temperature 15°-30°C (59°-86°F).
CAUTION: Federal law prohibits KEEP THIS AND ALL MEDICATION OUT OF THE REACH OF
dispensing without prescription. CHILDREN.

100 TABLETS 7799-00 _.‘_:< : R T IGGT

AMIDE PHARMACEUTICAL, INC. 101 EAST MAIN STREET, LITTLE FALLS, N.J. 07424

Cortrol No
Exo. Date

canisornonos. == .., Il

TABLETS, USP tabiet three times daiiy and at bedtime.

See accompanying literature for full prescribing information.

3 50 mg Dispense in a tight. fight-resistant container as defined in the usP.
Store atonrotad room temperaturs T5°-30°C (59°-86°F). s o
QAUTIQN: Federal law prohibits KEEP YTHISLAND ALL MEDICATION OUT OF THE REACH_QF. Z =
dispensing without prescription. CHILDREN; - . - - : R e RNt g o
fooo : ‘ g ¢
100 TABLETS 7799.00% — = = = e il 8 &

AMIDE PHARMACEUTICAL, INC. 101 EAST MAIN STREET, LITTLE FALLS, N.J. 07424

E;\;ISZSB&I;ZRODOL Carsoprodo . 350 mg ”, I Hm’ H” "I I” ”"”
TABLETS, USP  ufh.008808: Aous ore *752152-136-02

See accompanying literature for ful prescribing information.

350 mg Dispense in a tight, light-resistant container as defined in the USF.

CAUTION: F Store at controiled room temperature 15°-30°C (59°-86°F). °

; : Federal law prohibits KEEP - -OU zZ 2
GSPEnSIng wiens o rOMb CHi DRENS AND ALL MEDICATION:OUT OF THE REACH OF :E
100 TABLETS 77590 CRsT 88

AMIDE€ PHRHMRCEUHCRI., INC. 101 EAST MAIN STREET, LITTLE FALLS, N.J. 07424
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c so 0 0 Each Tablet Contains: 22152-136-05
Carisoprodol ............................... 350 mg
ABLE U USUAL DOSAGE: Adults: One tablet three times daily
5 and at bedtime.

wx

ontrol No..;

See accompanying literature for full prescribing information.
350 mg This is a bulk container. Not intended for household use.

Dispense in a tight. light-resistant container as defined in

the USP.

. Store at controlied room temperature 15°-30°C ( 59°-86°F).

CAUTION: Federal law prohibits
dispensing without prescription. EEESHTS;SCPﬁEgRQhL 'MEDICATION OUT OF THE
1000 TABLETS 7800-00

AMIDE PHRRMACEUTICAL, INC. 101 EAST MAIN STREET, LITTLE FALLS, N.J. 07424

. - — C -7
NDC 52152-136-05 - 1007

c ARISOPRODOL ”'I”“’”M””l l” ,”,
3 3
Each Tablet Contains: °2152-136-05
Carisoprodol ... 350 mg
TABLE Ts us P USUAL DOSAGE: Adults: One tablet three times daily
3 and at bedtime.
See accompanying literature for full prescribing information.
350 m g This is a bulk container. Not intended for househoid use.
[?]is;ﬁagge in a tight, light-resistant container as defined in
the .

. -~ Store at controlled room temperature 15°-30°C (59°-86°F).
GELTION: Federal law prohibits KEEP THIS AND ALL MEDICATION OUT OF THE &
dispensing without prescription. REACH OF CHILGREN, s

RREN. . . . _ _ . =
1000 TABLETS 7800-00 5
NDC 52152-136-05 |
3 3
cAR|SOPRODOL . > 52152-136-05
Each Tablet Contains:

350 mg

Carisoprodo!l ... - :
TABLETS usp USUAL DOSAGE: Adults: One tablet three times daily
) and at bedtime.

See accompanying literature for full prescribing information.

3 50 m This is a bulk container. Not intended for household use.
g Dispense in a tight, light-resistant container as defined in
the USP. ) o
. Store at controlled room temperature 15°-30°C (59<-86°F). )
CAUTION: Federal law prohibits KEEP THIS AND ALL MEDICATION OUT OF THE g ,
dispensing without prescription. REACH OF CHILDREN. c ¢
1000 TABLETS 780000 8 &

AMIDE PHARMACEUTICAL INC. 101 EAST MAIN STREET. LITTLE FALLS. N.J. 07424

Exp. Date:

C

-xp. Date:

— e
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mnn '40-188 . :

FIRM: Anide Pharmaceutical, Inc. DOSAGE FORM: Tablet

STRENGTH: 350 mg

DRUG: Carisoprodol

CGMP STATEMENT/EIR UPDATE S8TATUS: EER dated 7/22/96 is pending.
BIO STUDY: Review stamp dated 12/5/96.

The waiver of in vivo bioequivalence study requirements was
granted.

METHODS VALIDATION - (DESCRIPTION OF DOSAGE FORN SAME ABS FIRM'S):
N/A Drug product is listed in USP 23.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION? Yes

Data are satisfactory to support a tentative 24 month expiry
date.

LABELING:

Satisfactory. Review dated 11/13/96.
STERILIZATION VALIDATION (IF APPLICABLE):

N/A
SIZE OF BIO BATCH - (FIRM'S SOURCE OF NDS8 O.K.?):

#5415A -




yield -

Active ingredient by is
acceptable.

SIZE OF BTABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA SAME PROCESS):

Same batch.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY? Yes

Proposed production batch sizes - tablets
tablets
_ ] tablets
< ) 2y
Review Chemist: Shirley S. Brown _, . -»u < =~
Supervisor: Michael Smela ~ 7 -

Date: December 11, 1996

- \‘i-\‘b\q €




10.

12.

13.

15.

CHEMISTRY REVIEW NOQ, 2
ANDA #40-188
NAME AND ADDRESS OF APPLICANT

Amide Pharmaceutical, Inc.
101 East Main Street
Little Falls, NJ 07424

BASIS OF SUBMISSION

Accepted by OGD
SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A
NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Carisoprodol N/A -
AMENDMENTS AND OTHER DATES:
5/17/96 - original submission
7/1/96 - FDA letter requesting additional information
7/9/96 - amendment responding to FDA's letter of 7/1/96
7/16/96 - amendment (completed form FDA 356h)

10/3/96 - NAL for chem review #1
*10/31/96 - amendment responding to FDA's letter of 10/3/96

PHARMACOLOGICAL CATEGORY 11. RX or OTC

Skeletal Muscle Relaxant Rx

RELATED IND/NDA/DMF(s)

DOSAGE FORM 14. POTENCY
tablet 350 mg

CHEMICAL NAME AND STRUCTURE

See review #1.




16. RECORDS AND REPORTS
N/A
17. COMMENTS
N/A
18. CONCLUSIONS AND RECOMMENDATIONS

A. Chemistry issues are closed.

B. Review of labeling per the 10/31/96 amendment is
pending. :

c. A waiver of in vivo bioequivalence study per 21 CFR
320.22(b) (1) for the drug product is requested. The
waiver is pending, and the decision to grant or not
grant the waiver will be made by Division of
Bioequivalence.

D. EER - Pending. The Office of Compliance will
decide cGMP Compliance Status of facilities
involved in the manufacture/testing of the subject
drug product and the active ingredient.

19. REVIEWER: DATE COMPLETED:

Shirley S. Brown November 8, 1996

cc: ANDA #40-188
ANDA #40-188/Division File
Field Copy

Endorsements:

HFD-625/SBrown/11/8/96
HFD-625/MSmela/11-12-96
x:\new\firmsam\amide\ltrs&rev\40188.r#2
F/T by MM November 13, 1996
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ANDA 40-188

Amide Pharmaceuticals, Inc. : N,
Attention: Jasmine Shah, M.S., R Ph. i
101 E. Main Street

Little Falls NJ 07424

I Am AN RIS

e

Dear Madam:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Carisoprodol Tablets USP, 350 mg

1. The Division of Bioequivalence has completed its review and has no further questions at
this time.
2. The dissolution testing will need to be incorporated into your stability and quality control

programs as specified in USP 23.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

)

~

Rabindra Patnaik, Ph.D.

Acting Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research
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Carisoprodol Tabiets, USP Amide Pharmaceutical, Inc.
350 mg _ Little Falls, NJ

ANDA # 40-188 Submission Date:
Reviewer: Man M. Kochhar July _1,8,/ 1996
40188DW.796 C’::—Z\

REVIEW OF DISSOLUTION DATA AND A WAIVER REQUEST

Amide Pharmaceutical has submitted dissolution data on its product carisoprodol tablets, USP
350 mg comparing it to the reference product Soma tablets, 350 mg manufactured by Wallace, in
support for a waiver request for the bioequivalence study requirements. Carisoprodol produces
muscle relaxation and is indicated for the relief of discomfort associated with acute, painful
musculoskeletal conditions. The usual adult dose is one 350 mg tablet, 3 times a day and at bed
time.

Comments:
1. Carisoprodol Tablets, USP 350 mg, is AA rated.

2. The test product does not contain any inactive ingredients that may cause a bioequivalence
problem. The reference product contains the following inactive ingredients: alginic acid,
magnesium stearate, potassium sorbate, starch, and tribasic calcium phosphate. The formulation
of the test product is as follows:

Formulation of the Test Product

Each Tablet Contains:

Carisoprodol, USP 350.0 mg
Lactose Monohydrate, NF

Sodium Starch Glycolate, NF

Hydroxypropylmethyl Cellulose 2910, USP

Microcrystalline Cellulose, (101), NF

Stearic Acid, NF

Talc, USP

Purified Water, USP

TOTAL 525.0 mg
Batch Size:

3. The comparative dissolution data on the test and reference products meet the USP dissolution
specifications. The results are shown in Table 1.

4. The waiver of in vivo bioequivalence requirements is granted.




TABLE 1

In Vitro Dissolution Testing

Drug: Carisoprodol Tablets, USP
Strength: 350 mg

ANDA # 40-188

Firm: Amide Pharmaceutical
Submission Date: July 16, 1996

Conditions for Dissolution Testing:

USP XXTII Apparatus 2 (paddle) at 75 rpm
No. of Units: 12

Medium: 0.05 M Phosphate Buffer, pH 6.9
Volume: 900 mL

Specifications: NLT . in 60 minutes
Reference Drug: Soma

Assay Methodology

Results:

Times in Test Product

Minutes Lot # 5415A

Strength 350 mg

Mean Range St Dev

30 93 0.5

45 95 0.5

60 97 0.5

Reference Product

Lot # 4J1037A
Strength 350 mg
Mean Range St Dev
79 1.0
84 0.8
89 1.8




Recommendations:

1. The dissolution testing conducted by Amide Pharmaceutical on its Carisoprodol 350 mg
tablets, lot # 5415 A is acceptable.

2. The Division of Bioequivalence agrees that the information submitted by Amide Pharmaceutical
demonstrates that its Carisoprodol tablets, USP, 350 mg, falls under 21 CFR 320.22 (d)(2) of the
Bioavailability/Bioequivalence Regulations. The waiver of an in vivo bioequivalence study for the
test product is granted. The test product is deemed bioequivalent to Wallace's Soma tablets,

350 mg.

3. The dissolution testing should be incorporated into thr firm's manufacturing controls and
stability program. The dissolution testing should be conducted in the 900 mL of 0.05M
phosphate buffer (pH 6.9) at 37° C using USP XXIII apparatus 2 (paddle) at 75 rpm. The test
product should meet the following specifications:

Not less tha- of the labeled amount of the drug in the dosage form
is dissolved in 60 minutes.

The firm should be informed of the recommendations.

Man M. Koc}\lhar, Ph.D.
Review Branch III
Division of Bioequivalence

RD INITIALED RMHATRE

FT INITIALED RMHATRE _Date:_ V" /14/9¢

Ramakant M. Mhatre, Ph.D. \ 4 l

Chief, Branch III

Division of BioeqpivalenceA

Concur: Date: ' & / > hé
Rabindra Patnaik, Ph.D.

Acting Director
Division of Bioequivalence

MMKochhar/mmk/10-1-96, 11-14-96; 40-188

cc: ANDA # 40-188 original, HFD-600 (Hare), HFD-630, HFD-658 (Mhatre, Kochhar), Drug
File, Division File




